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AB Macrocycles I [U is (un) substituted 1 , 3-dihydroxypropyl , 1 -hydroxy- 2- ami noe thy 1 , 
oxiranyl, or 2-oxo-l, 3-dioxolan-4-yl ; V is (CH2)0-6; A, B, Y are (un) substituted 



alkylene or alkenylene or rings of defined stnacture; D is CH2, CO, or S02; X is 
absent, O, or an imino group; Z is absent, 0, S, an imino group, CO, 02C, 002, NHCO, or 
CONH] were prepared for treating Alzheimer's and similar diseases characterized by the 
deposition of Ap peptide in a mammal. Thus, macrocycle II was prepared by a multistep 
sequence involving reaction of 1- (allyloxy) -5- f luorobenzene with 2-(2,2- 
dimethyl [1 , 3) dioxolan-4-yl) aziridine-1- carboxylic acid tert-Bu ester. 
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(preparation of macrocycles useful in treatment of Alzheimer's disease) 
RN 477954-35-1 HCAPLUS 

CN ll-Oxa-3, 16-diazatricyclo[16 .3 .1.16, 10] tricosa-1 (22) , 6 , 8 , 10 (23 ) ,18,20- 
hexaene-2, 17-dione, 4- [ (IR) -2- [ [ ( 3 -ethylphenyl) methyl] amino] -1- 
hydroxyethyl] -8-fluoro-20-methyl-, (4S)-rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 



F 




RN 477954-37-3 HCAPLUS 

CN ll-Oxa-3,16-diazatricyclo[16.3.1.16,10] tricosa-l(22) , 6 , 8 , 10 (23 ) , 18 , 20- 
hexaene-2 , 17-dione, 4- [(iR) -2- [ [1- (3-ethylphenyl) cyclopropyl] amino] -1- 
hydroxyethyl] -8-f luoro-20-methyl-, (4S)-rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 




RN 477954-39-5 HCAPLUS 

CN ll-Oxa-3,16-diazatricyclo[16.3 .1.16,10] tricosa-1 (22) , 6 , 8, 10 (23) ,18,20- 

hexaene- 2, 17-dione, 4- [ (IR) -2- [ [1- (3 -ethynylphenyl) cyclopropyl] amino] -1- 
hydroxyethyl] -8-fluoro-20-methyl-, (4S)-rel- (901) (CA INDEX NAME) 



Relative stereochemistry. 




RN 477954-41-9 HCAPLUS 

CN ll-0xa-3,16-dia2atricyclo [16. 3 .1.16,10] tricosa-1 (22) ,6,8,10 (23) ,18,20- 
hexaene-2, 17-dione, 8-f luoro-4- [ (IR) -l-hydroxy-2- [ [ [3- 
(trifluoromethyl) phenyl] methyl] amino] ethyl] -20-methyl-, (4S) -rel- (9CI) 
(CA INDEX NAME) 

Relative stereochemistry. 



F 




RN. 477954-43-1 HCAPLUS 

CN ll-Oxa-3,16-dia2atricyclo[16.3.1,16,10] tricosa-1 (22) , 6 , 8 , 10 (23 ) , 18 , 20- 
hexaene-2, 17-dione, 4- [ (IR) -2- [ [ ( 5 -ethyl- 3 -pyridinyl) methyl] amino] -1- 
hydroxyethyl] -8-fluoro-20-methyl-, (4S)-rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 



F Et 




RN 477954-44-2 HCAPLUS 

CN ll-Oxa-3, 16-diazatricyclo[16 .3 .1 .16, 10] tricosa-1 (22) , 6 , 8 , 10 (23 ) ,18,20- 
hexaene- 2, 17-dione, 4- [ (IR) -2- [ [ ( 3 -ethylphenyl) methyl] amino] -1- 
hydroxyethyl] -8-fluoro-20-methyl-16-propyl-, (4S)-rel- (9CI) (CA INDEX 
NAME) 



Relative stereochemistry. 



F 




RN 477954-46-4 HCAPLUS 

CN ll-Oxa-3,16-diazatricyclo[16.3.1.16,10] tricosa-l{22) ,6,8,10(23) ,18,20- 
hexaene-2, 17-dione, 4- [ (IR) -2- [ [1- (3-ethylphenyl)cyclopropyl] amino] -1- 
hydroxyethyl] -8-fluoro-20-methyl-16-propyl-, (4S)-rel- (9CI) (CA INDEX 
NAME) 

Relative stereochemistry. 




RN 477954-48-6 HCAPLUS 

CN ll-Oxa-3,16-diazatricyclo[16.3.1.16,10] tricosa-l{22) ,6,8,10(23) ,18,20- 

hexaene-2, 17-dione, 4- [ (IR) -2- [ [1- ( 3 -ethynylphenyl) eye lop ropy 1] amino] -1- 
hydroxyethyl] -8-fluoro-20-methyl-16-propyl-, (4S)-rel- (9CI) (CA INDEX 
NAME) 

Relative stereochemistry. 




RN 477954-52-2 HCAPLUS 

CN ll-Oxa-3,16-diazatricyclo[16.3.1.16,10] tricosa-1 (22) ,6,8,10(23) ,18,20- 
hexaene-2 , 17-dione, 8-f luoro-4- [ (IR) -l-hydroxy-2- [ [ [3- 
(trif luorome thy 1) phenyl] methyl] amino] ethyl] -20 -methyl -16 -propyl - , 
(4S)-rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 




RN 477954-55-5 HCAPLUS 

CN ll-0xa-3,16-dia2atricyclo[16.3.1.16,10]tricosa-l (22) ,6,8,10(23) ,18,20- 
hexaene-2 , 17-dione, 4- [ (IR) -2- [ [ (5-ethyl -3 -pyridinyl) methyl] amino] -1- 
hydroxyethyl] -8-fluoro-20-methyl-16-propyl-, (4S)-rel- (9CI) (CA INDEX 
NAME) 

Relative stereochemistry. 



F Et 




RN 477954-56-6 HCAPLUS 

CN ll-Oxa-3, 16-diazatricyclo[16.3 .1.16,10] tricosa-l(22) ,6,8,10(23) ,18,20- 
hexaene- 2, 17-dione, 4- [ (IR) -2- [ t (3 -ethylphenyl) methyl] amino] -1- 
hydroxyethyl] -8-f luoro-20- (2-oxazolyl) -16-propyl- , (4S)-rel- (9CI) (CA 
INDEX NAME) 

Relative stereochemistry. 




RN 477954-57-7 HCAPLUS 

CN ll-Oxa-3 , 16-diazatricyclo[16 .3 . 1 . 16, 10] tricosa-1 (22) , 6, 8, 10 (23) , 18, 20- 
hexaene- 2, 17-dione, 4- [(IR) -2- [ [1- { 3 -ethylphenyl ) cyclopropyl] amino] -1- 
hydroxyethyl] -8-f luoro-20- (2-oxazolyl) -16-propyl- , (4S)-rel- (9CI) (CA 
INDEX NAME) 



Relative stereochemistry. 




RN 477954-58-8 HCAPLUS 

CN ll-Oxa-3, 16-diazatricyclo[16.3.1.16, 10] tricosa-1 (22) , 6 , 8 , 10 (23) , 18 , 20- . 
hexaene-2,17-dione, 4- [ (IR) -2- ( [1- (3-ethynylphenyl) cyclopropyl] amino] -1- 
hydroxyethyl] -8-f luoro-20- (2-oxazolyl) -16-propyl-, (4S) -rel- (9CI) (CA 
INDEX NAME) 

Relative stereochemistry. 




RN 477954-60-2 HCAPLUS 

CN ll-Oxa-3,16-diazatricyclo[16.3.1.16,10] tricosa- 1(22) ,6,8,10(23) , 18,20- 
hexaene-2, 17-dione, 8-f luoro-4- [ (IR) -l-hydroxy-2- [ [ [3- 
(trifluoromethyl) phenyl] methyl] amino] ethyl] -20- (2-oxazolyl) -16-propyl-, 
(4S)-rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 




RN 477954-61-3 HCAPLUS 

CN ll-Oxa-3,16-diazatricyclo[16.3.1.16,10] tricosa-1 (22) ,6,8,10(23) ,18,20- 



hexaene-2, 17-dione, 4- [ (IR) -2- [ [ ( 5 -ethyl- 3 -pyridinyl) methyl] amino] -1- 
hydroxyethyl] -8-f luoro-20- (2-oxazolyl) -16-propyl-, (4S) -rel- OCX) (CA 
INDEX NAME) 

Relative stereochemistry. 




RN 477954-62-4 HCAPLUS 

CN ll-Oxa-3 , 16-diazatricyclo [16 . 3 . 1 . 16 , 10] tricosa-1 (22 ) , 6 , 8 , 10 (23) , 18 , 20- 
hexaene-2,17-dione, 4- [ (IR) -2- [ [ ( 3 -ethylphenyl) methyl] amino] -1- 
hydroxyethyl] -8-f luoro-20- (2-oxazolyl) (4S)-rel- {9CI) (CA INDEX NAME) 

Relative stereochemistry. 




RN 477954-64-6 HCAPLUS 

CN ll-Oxa-3, 16-diazatricyclo [16. 3 .1.16,10] tricosa-1 (22) , 6, 8, 10 (23) ,18,20- 
hexaene-2,17-dione, 4- [ (IR) -2- [ [1- (3 -ethylphenyl ) cyclopropyl] amino] -1- 
hydroxyethyl] -8-f luoro-20- (2-oxazolyl)-, (4S)-rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 




RN 477954-66-8 HCAPLUS 

CN ll-Oxa-3,16-cliazatricyclo[16.3.1.16,10] tricosa-1 (22) , 6, 8, 10 (23) , 18, 20- 

hexaene-2, 17-dione, 4-.[ (IR) -2- [ [1- (3-ethynylphenyl)cyclopropyl] amino] -1- 
hydroxyethyl] -8-fluoro-20- (2-oxazolyl) (4S)-rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 




RN 477954-68-0 HCAPLUS 

CN ll-Oxa-3,16-diazatricyclo[16.3.1.16,10] tricosa-1 (22 ) , 6 , 8, 10 (23) , 18, 20- 
hexaene-2, 17-dione, 8-fluoro-4- [ (IR) -l-hydroxy-2- [ [ [3- 
(trifluoromethyl) phenyl] methyl] amino] ethyl] -20- (2-oxazolyl) - , (4S) -rel- 
(9CI) (CA INDEX NAME) 

Relative stereochemistry. 




RN 477954-69-1 HCAPLUS 

CN ll-Oxa-3 , 16-diazatricyclo [16 . 3 . 1 . 16 , 10] tricosa-1 (22) , 6 , 8 , 10 (23 ) , 18 , 20- 
hexaene-2, 17-dione, 4- [ (IR) -2- [ [ ( 5 -ethyl- 3 -pyridinyl) methyl] amino] -1- 
hydroxyethyl] -8-fluoro-20- (2-oxazolyl) -, (4S)-rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
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